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Immune homeostasis is maintained by achieving equilibrium between activation and inhibition of immune 
responses [1]. Inhibitory receptors expressed on various immune cells are important checkpoints to regulate 
immune tolerance. Deficiency of inhibitory receptors is associated with the development of autoimmune 
disease [2]. Defect of FcγRIIB for example, is observed in SLE patients [3] and lupus-prone mice [4]. 
Paradoxically, leukocyte immunoglobulin-like receptor (LILR) B4, an inhibitory member of the human 
LILR family, is highly expressed on the autoantibody-producing plasmablasts/plasma cells of systemic 
lupus erythematosus (SLE) patients [5]. The purpose of this study is to understand the relationship of 
LILRB4 with SLE disease, by using lupus-prone mouse models. The murine counterpart of human LILRB4 




Gp49B is robustly expressed on plasma cells of lupus-prone mouse models, but not of healthy C57BL/6 
mice (Fig. 1). The expression level of gp49B is positively correlated to serum titer of anti-double-stranded 
DNA (anti-dsDNA) IgG (Fig. 2) and onset of autoimmune disease in BXSB/Yaa and FcγRIIB−⁄−SLAM129 
mice. Genetic deletion of gp49B decreases but does not abolish anti-dsDNA IgG in the mentioned mice 
(Fig. 3). Prolonged survival rate and mild kidney inflammation are observed in gp49B-knockout BXSB/Yaa 
mice, accompanied with improvements of disease phenotype (Fig. 4). On the other hand, gp49B deficiency 
in aged FcγRIIB−⁄−SLAM129 mice show heightened autoimmunity, with lesser longevity and increase of 
switched memory B cells (Fig. 5).  
 
Conclusion 
Gp49B acts as a pathogenic marker/element in the onset of SLE disease, and in a strain-dependent manner.  
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 Fig. 1 Expression level of gp49 on plasma cells (PCs). 
Fig. 2 Correlation between gp49 









                                          
Fig. 3 Titer of anti-dsDNA IgG and IgM of gp49B+/+ or gp49B−⁄− BXSB/Yaa mice. Fig. 4 Survival curves of gp49B+/+ or gp49B−⁄− BXSB/Yaa mice. 
Fig. 5 (A) Survival curves of gp49B+/+ or gp49B−⁄−RIIB−⁄−SLAM129 mice.  










1）調査した全ての SLE モデルマウスにおいて，プラズマセル表面上に B4（マウスでは
gp49Bと呼ばれる）発現が高いレベルで観察される一方，健常系である C57BL/6マウスに
おいては B4の発現は見られなかった。 











解しないことから，SLE の発症機構には B4 だけではない他の因子の関与もあることが示
唆された。 
 本研究論文は上述の顕著な成果を論述しており，WONG氏は自立して研究活動を行うに
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